Introduction
Epidermal Langerhans cells (LCs), situated in the midepidermis, maintain constant shapes and numbers. Various stimuli such as UV irradiation, corticosteroids and tape striping, can change the number and shape of the LCs (Lessard et al. 1968; Aberer et al. 1981; Berman et al. 1983 ). The number of stumptail monkey epidermal LCs was reduced during the topical application of retinoc acid onto the epidermal sheet (Hachisuka and Uno, 1987) . The present paper describes the effect of etretinate on the percentage of Ia antigenpositive cells in whole epidermis by flow cytometry, and compares these to the numbers in the split epidermis of guinea pig skin. 
Results

Flow cytometyy:
The ratio of Ia positive cells to whole epidermal cells was shown in Fig. 1 As shown in Fig. 1 
Discussion
The present study demonstrates that the systemic administration of etretinate causes biphasic changes in the number of epidermal Ia antigen-positive cells in the epidermal sheet. An increase of the granular and squamous layers was observed, even by the 5th day, and continued up to the 30th day. In the epidermal sheet, the number of Ia antigen-positive cells first increased, and then decreased. Finally, the number returned to the 'normal level. The increase in the number of Ia antigenpositive cells may be due to migration from the dermis or to proliferation within the epidermis (Kanerva et al. 1983 ). On the other hand, there are several possible explanations for the reduction of Ia antigenpositive cells. First, there may be an actual decrease in the cell number. Second, the cells may have been affected f unctionally, as a result of alterations of the Ia antigen on the cell surface. Third, the decrease could be the result of an enhanced migration of LCs from the epidermis.
In an earlier paper, the number of Ia antigen-positive cells in the epidermal sheet were counted. The increase or decrease was not expressed as a percentage of all the epidermal cells because the epidermis became acanthotic during etretinate treatment.
In the present study, acanthotis was histologically observed from the 5th day. Therefore it seemed important to determine whether the change in the ratio between Ia antigen -positive cells and epidermal cells coincided with the changes in the epidermal sheet. In contrast to the results on the epidermal sheet, the percentage of Ia antigen-positive cells in whole epidermal cells was reduced at the 5th day and this low value was maintained to the 30th day. When an increase of LCs was observed in the epidermal sheet, the percentage of cells was still decreased. This difference is probably due to a decreased fluorescence of Ia antigen-positive cells below the threshold for flow cytometry.
Since the Ia antigen is stable against trypsin (Stingl et al. 1978) , the reduction of Ia antigen-positive cells is not due to the enzyme. Etretinate at a concentration of 10 mg/kg, which is ten times higher than the clinical dose, could destroy the Ia antigens on the LCs. Although this study does not exclude the possibility that further changes of LCs could be induced by longer administration, etretinate is assumed to have a toxic effect on the epidermal LCs.
